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■ C O R R E S P O N D E N C E ■
Letter to the Editor: Efficacy of the Intravitreal Sustained-Release Dexamethasone Implant for DME Refractory to Anti-VEGF Therapy:
Meta-Analysis and Clinical Implications
Dear Editor,
We have significant concerns regarding the methodology used in the Khan et al. 1 meta-analysis and the subsequent size of treatment effect reported. In particular, the result stating that "patients treated with dexamethasone implants for diabetic macular edema (DME) refractory to anti-VEGF [vascular endothelial growth factor] therapy gained a mean of four lines (20 logMAR letters)" appears inaccurate, as none of the included studies reported a treatment effect of the same magnitude.
There are several methodological weaknesses highlighted below.
MISINTERPRETATION OF THE STANDARDIZED MEAN

DIFFERENCE
Figure 3 of the paper in question plots the "standard difference in means," but this effect measure is not clearly defined in the methods section. If it is the "standardized mean difference," then this measure of effect is the size of the intervention effect in each study relative to the variability observed in that study and is reported in units of standard deviation. 2 We suspect the authors have mistakenly assumed the value of 0.471 has units of logMAR (rather than units of standard deviation) and hence have incorrectly estimated a value of 23 logMAR letters as the mean visual acuity gain achieved.
STUDY INCLUSION AND HANDLING
We question the wisdom of combining results from such diverse study designs. 3 The report would have benefited from more detailed reporting of design characteristics of the included studies, the data used to calculate the measure of effect, and justification for the judgements on the risk of bias.
Some studies also appear to be included incorrectly. Using the published references, the authors have included in their meta-analysis two studies 4,5 where one is a subanalysis of the other. Another is from the GENEVA group evaluating efficacy of dexamethasone (Ozurdex; Allergan, Dublin, Ireland) treating macular edema associated with branch or central retinal vein occlusion, 6 and another is a study of four children treated for diseases such as Coats' disease, macular telangiectasia, and uveitis. 
PRIOR TREATMENT
The authors reported "all patients were treated for recalcitrant diabetic macular edema with at least six prior treatments of intravitreal anti-VEGF therapy." They reported "the total number of patients studied was 3,859." On review of the included studies, we struggle to reach this number and precisely say how many injections patients received.
In view of the above methodological limitations, we have concerns with the conclusions drawn. 
Charles Hennings, MBBS, MEng
3. Cochrane Library. 9.5.3 Strategies for addressing heterogeneity. Co
Reply to Letter to the Editor: Efficacy of the Intravitreal Sustained-Release Dexamethasone Implant for DME Refractory to Anti-VEGF Therapy: Meta-Analysis and Clinical Implications
Thank-you for taking the time to bring to our attention the comments about our previously published study. 1 We value the critical appraisal, and below are our responses to the queries put forth.
With respect to standardized means, we recognize that the use of units with a standardized mean difference is debatable. Nonetheless, even in the absence of logMAR units, using the "rule of thumb for effect sizes" method, the results (0.471 with a range of 0.32 to 0.64) fall well into the "moderate effect size" category. 2 Our study's conclusion shows a moderate vision gain and therefore remains valid.
In noting our approach to study inclusion, the reviewers undoubtedly appreciate that designing a meta-analysis for a relatively rare clinical scenario is always challenging. The inclusion criteria were kept broad to the most possible numbers of studies to be analyzed. The consequence is high heterogeneity, and this is well-addressed in the discussion section of our paper. We mention this multiple times, and it supplants our notion to best model the meta-analysis so as to be applied to real world patients and outcomes.
In critiquing prior treatment, our paper does not refer to the total number of injections patients received. The total number presented represents the cumulative number of study participants reported when considering all studies. This is an important distinction because it provides the most robust -and thus clinically relevant -analysis to be performed. As evident in recent publications of patients with recalcitrant diabetic macular edema, there is large debate regarding what constitutes this "recalcitrant" designation; moreover, the possibility of undertreatment may confound outcomes. It is for this very reason that our meta-analysis was designed with the strictest adherence to accepted meta-analysis protocols, and we have thoroughly detailed this in our methods section.
We appreciate the opportunity to respond and are grateful for the interest our study has garnered. Zainab Khan, MD McGill University Montreal, Quebec, Canada
